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Attorney Docket No.: 082464 

AMENDMENTS TO THE CLAIMS 

The following listing of claims replaces all prior versions of claims in the application. 

1-15. (Cancelled) 

16. (Withdrawn/Currently Amended) A method of determining the level of LPA in a sample, 
comprising! 

monitoring binding of a candidate compound to th e test sampl e s to G protein-coupled 
protein receptor p2y9 by measuring the response of G protein-coupled receptor p2v9 p2y9s 
expressed on the cell surface to LPA, 

v\^herein the G protein-coupled receptor p2y9 protein comprises a sequence with at least a 
95% sequence identity with SEQ ID NO: 1^ and the protein hao LPA receptor activit>^; 

wherein the substances compriso said candidate compound comprises inhibitors of p2y9 
dependent LPA activity , and 

wherein said G protein-coupled receptor p2v9 comprises seven transmembrane regions . 

17. (Currently Amended) A method of screening for a candidate compound that acts as an 
agonist of a G protein-coupled receptor p2v9- in tost samplos that onhanco or inhibit p2y9 
d e p e ndent LPA activity, oomprioing monitoring binding of the test somplos to G prot e in coupled 
prot e in p2y9, wh e r e in th e p2y9 prot e in compris e s an amino aoid s e quonoo having a soquonoo 
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identity of moro than 95^0 to tho amino acid soquonoo of SEQ ID NO: 1; comprising the steps 
stepfs) of: 

(a) preparing a first group and a second group of cells that express the G protein-coupled 
pfetein receptor p2y9 on the cell surfaces; 

(b) adding LPA to the cell surfaces of the first group of cells : 

(c) monitoring a phj^oiologioal an intracellular activity in the first group of cells, said 
intracellular activity heinp associated with binding of LPA to p2y9; 

(d) isolating oolls that o?chibit th e physiological activity; 

(dl [[(e)]] adding tho tost oamplos said candidate compound to the second group of cells 
obtain e d in stop (d) ; 

(S) [[(f)]] monitoring an intracellular activity in the second group of cells, .said 
intracellular activity being the same a s the intracellular activity of step (c): a phyoiological 
activity of tho c e lls; and 

(f) comparing the intra cellular activity in step (c) with the intracellular activity in step (eV. 

and 

(g) determining whether said candidate compound is an agonist of the G protein-coupled 
receptor p2v9 based on the co m parison in step (f\. a font nnmpln nfFntxt hinr^ing nf t p , /\ p 7jrf> 

wherein said G protein-coupled rec eptor p2y9 comprises an amino acid sequence having 
a sequence identit y of at least 95% to the amino acid sequence of SEP ID NO: 1 . and 

wherein said G protein-coupled recep tor p2y9 comprises seven transmembrane rep inns 
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18. (Cancelled) 

19. (Currently Amended) The method according to claim 17, wherein the st^-ef monitoring the 
physiological intracellular activity in steps (c) and (e) comprises io corriod out by detecting 
calcium concentration in the cells. 

20. (Currently Amended) The method according to claim 17, wherein the step-ef monitoring the 
physiological intracellular activity in steps (c) and (e\ aooooiatod with binding of LPA to p2y9 
comprises detecting cAMP concentration in the cells. 

21. (Previously Presented) The method according to claim 17, wherein the candidate compound 
is an inhibitor of carcinoma cell invasion. 

22. (New) A method of screening for a candidate compound that acts as an antagonist of a G 
protein-coupled receptor p2y9, comprising the step(s) of: 

(a) preparing a first group and a second group of cells that express the G protein-coupled 
receptor p2y9 on the cell surfaces; 

(b) adding LPA to the cell surfaces of the first group of cells; 

(c) monitoring an intracellular activity in the first group of cells, said intracellular activity 
being associated with binding of LPA to p2y9; 

(d) adding said candidate compoimd and LPA to the second group of cells; 
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(e) monitoring an intracellular activity in the second group of cells, said intracellular 
activity being the same as the intracellular activity of step (c); 

(f) comparing the intracellular activity in step (c) with the intracellular activity in step (e); 

and 

(g) determining whether said candidate compound is an antagonist of the G protein- 
coupled receptor p2y9 based on the comparison in step (f), 

wherein said G protein-coupled receptor p2y9 comprises an amino acid sequence having 
a sequence identity of at least 95% to the amino acid sequence of SEQ ID NO: 1, and 

wherein said G protein-coupled receptor p2y9 comprises seven transmembrane regions. 

23. (New) The method according to claim 22, wherein the monitoring the intracellular activity in 
steps (c) and (e) comprises detecting calcium concentration in the cells. 

24. (New) The method according to claim 22, wherein the monitoring the intracellular activity in 
steps (c) and (e) comprises detecting cAMP concentration in the cells. 

25. (New) The method according to claim 22, wherein the candidate compound is an inhibitor of 
carcinoma cell invasion. 

26. (New) The method according to claim 17, wherein said G protein-coupled receptor p2y9 
comprises an amino acid sequence represented by SEQ ID NO: 1. 
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27. (New) The method according to claim 26, wherein the monitoring the intracellular activity in 
steps (c) and (e) comprises detecting calcium concentration in the cells. 

28. (New) The method according to claim 26, wherein the monitoring the intracellular activity in 
steps (c) and (e) comprises detecting cAMP concentration in the cells. 

29. (New) The method according to claim 26, wherein the candidate compound is an inhibitor of 
carcinoma cell invasion. 

30. (New) The method according to claim 22, wherein said G protein-coupled receptor p2y9 
comprises an amino acid sequence represented by SEQ ID NO: 1. 

3 1 . (New) The method according to claim 30, wherein the monitoring the intracellular activity in 
steps (c) and (e) comprises detecting calcium concentration in the cells. 

32. (New) The method according to claim 30, wherein the monitoring the intracellular activity in 
steps (c) and (e) comprises detecting cAMP concentration in the cells. 

33. (New) The method according to claim 30, wherein the candidate compound is an inhibitor of 
carcinoma cell invasion. 
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34. (New) A method of screening for a candidate compound that acts as an inhibitor of binding 
of LPA to G protein-coupled receptor p2y9, comprising the step(s) of: 

(a) preparing a plurality of groups of cells that express the G protein-coupled receptor 
p2y9 on the cell surfaces; 

(b) adding (1) the candidate compound and (2) labeled LPA to each of said plurality of 
groups of cells that express the G protein-coupled receptor p2y9 on the cell surfaces, said 
candidate compound being added in a different concentration to each of said plurality of groups 
of cells that express the G protein-coupled receptor p2y9 on the cell surfaces, 

(c) detecting activity of said labeled LPA bound to the G protein-coupled receptor p2y9 
in each of said plurality of groups of cells that express the G protein-coupled receptor p2y9 on 
the cell siirfaces, and 

(d) determining that said candidate compound is an inhibitor of binding of LPA to G 
protein-coupled receptor p2y9 when the activity detected in step (c) decreases dose-dependently 
with the candidate compound among said plurality of groups of cells that express the G protein- 
coupled receptor p2y9 on the cell surfaces, 

wherein said G protein-coupled receptor p2y9 comprises an amino acid sequence having 
a sequence identity of at least 95% to the amino acid sequence of SEQ ID NO: 1 , and 

wherein said G protein-coupled receptor p2y9 comprises seven transmembrane regions. 
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35. (New) The method according to claim 34, wherein said inhibitor of binding of LPA to G 
protein-coupled receptor p2y9 is an agonist candidate of G protein-coupled receptor p2y9. 

36. (New) The method according to claim 34, wherein said inhibitor of binding of LPA to G 
protein-coupled receptor p2y9 is an antagonist candidate of G protein-coupled receptor p2y9. 

37. (New) The method according to claim 34, wherein said G protein-coupled receptor p2y9 
comprises an amino acid sequence represented by SEQ ID NO: 1. 

38. (New) The method according to claim 37, wherein said inhibitor of binding of LPA to G 
protein-coupled receptor p2y9 is an agonist candidate of G protein-coupled receptor p2y9. 

39. (New) The method according to claim 37, wherein said inhibitor of binding of LPA to G 
protein-coupled receptor p2y9 is an antagonist candidate of G protein-coupled receptor p2y9. 
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